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	CurrentPageNumber: 
	Double-blind peer review submissions: write DBPR and your manuscript number here instead of author names.: Richard Locksley, Ophir Klein
	initial: 
	revised: 
	final: 
	na: 
	y: 
	Provide a description of all commercial and custom code used to collect the data in this study, specifying the version used OR state that no software was used.: FACSDiva v8.0.1; Summit v5.2; ImageJ v1.48; AxioVision v4.8.2; Leica Applications Suite v4.9; QuantStudio v1.2; StepOne v2.1
	Provide a description of all commercial and custom code used to analyse the data in this study, specifying the version used OR state that no software was used.: FlowJo v9.9; Prism v6.0h; Excel v14.7.7; Photoshop CS6; Seurat v2.0; STAR v.2.4.0j; CellRanger v2.1; GeneProf (2017); GSEA v3.0; Ingenuity Pathway Analysis (Summer Release 2015); Morpheus (https://software.broadinstitute.org/morpheus); Interferome (http://www.interferome.org)
	Describe how sample size was determined, detailing any statistical methods used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: In most cases we assumed a minimum of 4 mice would be required to recognize differences between genotypes or conditions, based upon historical experiments in other contexts. A minimum number of animals were used to conform with NIH guidelines.
	general: 
	behavioural: 
	If no data were excluded from the analyses, state so OR if data were excluded, provide the exact number of exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established.: For the bulk RNA sequencing experiment, two granuloma data sets were excluded due to low unique mapping rates and failure to group by tissue in principle components analysis and hierarchical clustering.
	Describe the measures taken to verify the reproducibility of the experimental findings. If all attempts at replication were successful, confirm this OR if there are any findings that were not replicated or cannot be reproduced, note this and describe why.: All experiments were replicated at least twice with similar findings, except single cell RNAseq due to prohibitive cost. We also did not replicate Diphtheria Toxin treatment of wild type mice for Sca-1 induction (Extended Data Figure 6a,b) due to clear and expected results for this reviewer requested control. These are noted in the text under "Statistics".
	Describe how samples/organisms/participants were allocated into experimental groups. If allocation was not random, describe how covariates were controlled OR if this is not relevant to your study, explain why.: Samples were randomly assigned.
	Describe whether the investigators were blinded to group allocation during data collection and/or analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: Investigators were not blinded to group allocation because treatments and data collection were performed by the same people.
	Describe any restrictions on the availability of unique materials OR confirm that all unique materials used are readily available from the authors or from standard commercial sources (and specify these sources).: Lgr5(DTRGFP) mice can be used with permission from Genentech.
	Describe all antibodies used in the study; as applicable, provide supplier name, catalog number, clone name, and lot number.: CD45 (Biolegend #103106, Clone 30-F11, various lot #s) CD326/EpCAM (Biolegend #118210, Clone G8.8, various lot #s) CD44 (Biolegend #103018, Clone IM7, various lot #s) Sca-1 (Biolegend #108134, Clone D7, various lot #s) TCRβ (Biolegend #109218, Clone H57, various lot #s) γδTCR (Biolegend #109218, Clone GL3, various lot #s) NK1.1 (Biolegend #108728, Clone PK136, various lot #s)  CD90.2 (Biolegend #140318, Clone 53-2.1, various lot #s)  CD11b (Biolegend #301332 Clone M1/70, various lot #s)  Gr1 (Biolegend # 108428, Clone RB6-8C5, various lot #s) GFP (Aves #GFP-1020, Clone NA (Polyclonal), Lot# GFP697986) GFP (Abcam #ab13790, Clone NA (Polyclonal), Lot# GR236651-8)Ki67 (Thermo# RM-9106, Clone Sp6, various lot #s) E-Cadherin (Cell Signaling Technology #3195, Clone 24E10, Lot# 13) Sca-1 (Biolegend #122502, Clone e13-161.7, Lot# B186579) Muc2 (Santa Cruz #SC-15334, Clone NA (Polyclonal), various lot #s, no longer available) MMP7 (R&D Systems #AF2967, Clone NA (Polyclonal), Lot #YLS0214071)
	Describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript.: Validation statements available from manufacturers: GFP, (Aves #GFP-1020, http://www.aveslab.com/wp-content/uploads/GFP-10201.pdf) GFP (Abcam #ab13790, http://www.abcam.com/gfp-antibody-ab13970.html) Ki67 (Thermo #RM-910, https://www.thermofisher.com/order/catalog/product/RM-9106-R7 ) E-Cadherin (Cell Signaling Technology #3195, https://www.cellsignal.com/products/primary-antibodies/e-cadherin-24e10-rabbit-mab/3195)  Sca-1 (Biolegend #122502, https://www.biolegend.com/en-us/products/purified-anti-mouse-ly-6a-e-sca-1-antibody-3892) Muc2 (Santa Cruz #SC-15334, No longer available from Santa Cruz) MMP7 (RD #AF2967, https://resources.rndsystems.com/pdfs/datasheets/af2967.pdf) CD11b (BioLegend #301332, https://www.biolegend.com/en-us/products/brilliant-violet-605-anti-human-cd11b-antibody-8493) CD326/EpCAM (BioLegend #118210, https://www.biolegend.com/en-us/products/alexa-fluor-488-anti-mouse-cd326-ep-cam-antibody-4972) CD44 (BioLegend #103018, https://www.biolegend.com/en-us/products/alexa-fluor-647-anti-mouse-human-cd44-antibody-3098) CD45 (BioLegend 103106, https://www.biolegend.com/en-us/products/pe-anti-mouse-cd45-antibody-100)CD90.2 (BioLegend #140318, https://www.biolegend.com/en-us/products/brilliant-violet-605-anti-mouse-cd90-2-thy-1-2-antibody-7866)Gr1 (BioLegend #108428, https://www.biolegend.com/en-us/products/percp-cy5-5-anti-mouse-ly-6g-ly-6c-gr-1-antibody-4286) NK1.1 (BioLegend #108728, https://www.biolegend.com/en-us/products/percp-cy5-5-anti-mouse-nk-1-1-antibody-4289)Sca-1 (BioLegend, #108134, https://www.biolegend.com/en-us/products/brilliant-violet-605-anti-mouse-ly-6a-e-sca-1-antibody-8664)TCRβ (BioLegend, #109218, https://www.biolegend.com/en-us/products/alexa-fluor-647-anti-mouse-tcr-beta-chain-antibody-3272)γδTCR (BioLegend #118108, https://www.biolegend.com/en-us/products/pe-anti-mouse-tcr-gamma-delta-antibody-2421) 
	State the source of each cell line used.: 
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used were authenticated.: 
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination.: 
	Name any commonly misidentified cell lines used in the study and provide a rationale for their use.: 
	For laboratory animals, report species, strain, sex and age OR for animals observed in or captured from the field, report species, sex and age where possible.: Male and female mice aged 6–14 weeks, weighing 20-30 grams, were used for all experiments, except those analyzing fetal tissue. Lgr5DTRGFP mice were from Genentech. Wild-type (C57BL/6J), Lgr5GFP-CreERT2/+ (B6.129P2-Lgr5tm1(cre/ERT2)Cle/J), Rosa26RFP/+  (B6;129S6-Gt(ROSA)26Sortm14(CAG-tdTomato)Hze/J), IFNγ reporter (B6.129S4-Ifngtm3.1Lky/J), IFNγ-null (B6.129S7-Ifngtm1Ts/J), IFNγreceptor-flox (Ifngr1loxP/loxP; C57BL/6N-Ifngr1tm1.1Rds/J), and Vil1-Cre (B6.Cg-Tg(Vil1-cre)997Gum/J) mice were from The Jackson Laboratory (Bar Harbor, Maine).
	Describe the covariate-relevant population characteristics of the human research participants (e.g. age, gender, genotypic information, past and current diagnosis and treatment categories).: 
	deposition: 0
	graphfiles: 0
	For "Initial submission" or "Revised version" documents, provide reviewer access links.  For your "Final submission" document, provide a link to the deposited data.: 
	Provide a list of all files available in the database submission.: 
	Provide a link to an anonymized genome browser session for "Initial submission" and "Revised version" documents only, to enable peer review.  Write "no longer applicable" for "Final submission" documents.: 
	Describe the experimental replicates, specifying number, type and replicate agreement.: 
	Describe the antibodies used for the ChIP-seq experiments; as applicable, provide supplier name, catalog number, clone name, and lot number.: 
	Specify the command line program and parameters used for read mapping and peak calling, including the ChIP, control and index files used.: 
	Describe the methods used to ensure data quality in full detail, including how many peaks are at FDR 5% and above 5-fold enrichment.: 
	Describe the software used to collect and analyze the flow cytometry data. For custom code that has been deposited into a community repository, provide accession details.: FACSDiva v8.0.1; FlowJo v9.9; Summit v5.2
	axislabels: 1
	axisscales: 1
	plots: 1
	numberpercentage: 1
	Describe the sample preparation, detailing the biological source of the cells and any tissue processing steps used.: The duodenum was dissected, flushed extensively with cold PBS, and the mesenteric tissue was removed. For whole tissue preps, Peyer’s patches were removed and tissue was turned inside-out. For recovery of punch biopsies tissue was fileted open longitudinally. In both cases, tissue was shaken in three changes of 20 ml cold PBS and washed for 20 minutes at 37°C in two changes of 20 ml Ca2+/Mg2+-free HBSS containing 5 mM DTT, 10 mM HEPES, and 2% FCS, followed by 20 ml of Ca2+/Mg2+-replete HBSS containing 10 mM HEPES and 2% FCS. For punch biopsies, granuloma and non-granuloma tissue was dissected with a 1 mm punch tool under low-power magnification. Tissues were digested for 30 minutes at 37°C in 5 ml (whole tissue) or 2 ml (punch biopsies) Ca2+/Mg2+-replete HBSS containing 10 mM HEPES, 2% FCS, 30 μg/ml DNaseI (Roche), and 0.1 Wünsch/ml LibTM (Roche), and whole tissue was homogenized in C tubes using a gentleMACS tissue dissociator (Miltenyi). Homogenate or punch biopsies were passed through a 100 µm filter with assistance of a 3 ml syringe plunger, and enumerated for staining equivalent numbers for flow cytometry or sorting. Fc Block (anti-CD16/32), doublet exclusion, and DAPI exclusion were used in all cases.
	Identify the instrument used for data collection, specifying make and model number.: Becton Dickinson Fortessa; Beckman Coulter MoFlo XDP
	Describe the abundance of the relevant cell populations within post-sort fractions, providing details on the purity of the samples and how it was determined.: In all cases, sorted cells were checked for purity by running a fraction of the sorted material on a cytomtery, including fresh DAPI to exclude dead cells. Prior to determination of purity, events were gated for FSC x SSC to exclude bubbles and debris in the sample collection tube, and only DAPI(lo) events were considered. Sorted samples generally had a purity >90%. Samples that were obviously outliers for the frequency of DAPI+ events or of obviously low purity were removed from downstream analysis, on a case-by-case basis.
	Describe the gating strategy used for all relevant experiments, specifying the preliminary FSC/SSC gates of the starting cell population, indicating where boundaries between "positive" and "negative" staining cell populations are defined.: For gating of intestinal epithelial populations, data were generally gated in a linear fashion as follows: 1) time x FSC to exclude events influenced by initial sampling by the cytometer and by exhaustion of the sample, 2) FSC x SSC chosen to includes epithelial cells, 3) FSC-height x FSC-area to exclude doublets, 4) DAPI x FSC to exclude DAPI+ events, 5) CD45 x SSC to exclude CD45+ events, 6) CD326 x CD44 to include CD326+ events, 7) CD326 x CD44 to include CD326+ CD44+ events, 8a) Sca-1 x Lgr5, and/or 8b) Sca-1 x SSC, and/or 8c) Lgr5 x SSC. See Extended Data Figure 2a.For gating of intestinal neutrophils, data were generally gated in a linear fashion as follows: 1) time x FSC to exclude events influenced by initial sampling by the cytometer and by exhaustion of the sample, 2) FSC x SSC chosen to includes epithelial cells, 3) FSC-height x FSC-area to exclude doublets, 4) DAPI x FSC to exclude DAPI+ events, 5) CD45 x SSC to include CD45+ events, 6) Gr1 x SSC to included Gr1+ events, 7) CD11b x SSC. See Extended Data Figure 4a.For gating of intestinal lymphoid populations, data were generally gated in a linear fashion as follows: 1) time x FSC to exclude events influenced by initial sampling by the cytometer and by exhaustion of the sample, 2) FSC x SSC chosen to includes epithelial cells, 3) FSC-height x FSC-area to exclude doublets, 4) DAPI x FSC to exclude DAPI+ events, 5) CD45 x SSC to include CD45+ events, 6) TCRb x gdTCR to gate abT cells, gdT cells, and non-T cells, 7) of non-T cells, NK1.1 x CD90.2, 8) Great x SSC. See Extended Data Figure 4b.
	gatingcheck: 1
	Indicate task or resting state; event-related or block design.: 
	Specify the number of blocks, trials or experimental units per session and/or subject, and specify the length of each trial or block (if trials are blocked) and interval between trials.: 
	State number and/or type of variables recorded (e.g. correct button press, response time) and what statistics were used to establish that the subjects were performing the task as expected (e.g. mean, range, and/or standard deviation across subjects).: 
	Specify: functional, structural, diffusion, perfusion.: 
	Specify in Tesla: 
	Specify the pulse sequence type (gradient echo, spin echo, etc.), imaging type (EPI, spiral, etc.), field of view, matrix size, slice thickness, orientation and TE/TR/flip angle.: 
	State whether a whole brain scan was used OR define the area of acquisition, describing how the region was determined.: 
	Specify # of directions, b-values, whether single shell or multi-shell, and if cardiac gating was used.: 
	Provide detail on software version and revision number and on specific parameters (model/functions, brain extraction, segmentation, smoothing kernel size, etc.).: 
	If data were normalized/standardized, describe the approach(es): specify linear or non-linear and define image types used for transformation OR indicate that data were not normalized and explain rationale for lack of normalization.: 
	Describe the template used for normalization/transformation, specifying subject space or group standardized space (e.g. original Talairach, MNI305, ICBM152) OR indicate that the data were not normalized.: 
	Describe your procedure(s) for artifact and structured noise removal, specifying motion parameters, tissue signals and physiological signals (heart rate, respiration).: 
	Define your software and/or method and criteria for volume censoring, and state the extent of such censoring.: 
	Specify type (mass univariate, multivariate, RSA, predictive, etc.) and describe essential details of the model at the first and second levels (e.g. fixed, random or mixed effects; drift or auto-correlation).: 
	Define precise effect in terms of the task or stimulus conditions instead of psychological concepts and indicate whether ANOVA or factorial designs were used.: 
	whole: 
	ROI: 
	both: 
	Describe how anatomical locations were determined (e.g. specify whether automated labeling algorithms or probabilistic atlases were used).: 
	Specify voxel-wise or cluster-wise and report all relevant parameters for cluster-wise methods.: 
	Describe the type of correction and how it is obtained for multiple comparisons (e.g. FWE, FDR, permutation or Monte Carlo).: 
	Report the measures of dependence used and the model details (e.g. Pearson correlation, partial correlation, mutual information).: 
	Report the dependent variable and connectivity measure, specifying weighted graph or binarized graph, subject- or group-level, and the global and/or node summaries used (e.g. clustering coefficient, efficiency, etc.).: 
	Specify independent variables, features extraction and dimension reduction, model, training and evaluation metrics.: 
	Briefly describe the study type including whether data are quantitative, qualitative, or mixed-methods (e.g. qualitative cross-sectional, quantitative experimental, mixed-methods case study). : 
	State the research sample (e.g. Harvard university undergraduates, villagers in rural India) and provide relevant demographic information (e.g. age, sex) and indicate whether the sample is representative. Provide a rationale for the study sample chosen. For studies involving existing datasets, please describe the dataset and source.: 
	Describe the sampling procedure (e.g. random, snowball, stratified, convenience). Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient. For qualitative data, please indicate whether data saturation was considered, and what criteria were used to decide that no further sampling was needed.: 
	Provide details about the data collection procedure, including the instruments or devices used to record the data (e.g. pen and paper, computer, eye tracker, video or audio equipment) whether anyone was present besides the participant(s) and the researcher, and whether the researcher was blind to experimental condition and/or the study hypothesis during data collection.: 
	Indicate the start and stop dates of data collection. If there is a gap between collection periods, state the dates for each sample cohort.: 
	State how many participants dropped out/declined participation and the reason(s) given OR provide response rate OR state that no participants dropped out/declined participation.: 
	If participants were not allocated into experimental groups, state so OR describe how participants were allocated to groups, and if allocation was not random, describe how covariates were controlled.: 



